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Bsep/smm aHTHHeoruiacTHMeoKnx areHioB. 
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EFFECTS 

(57) Abstract: 

FIELD: medicine, pharmacology. 
SUBSTANCE: the innovation is described to 
use a liquid cartilaginous extract 
containing the molecules of up to 500 kOa 
molecular weight as a preparation to protect 
a patient against toxic side effects as a 
result of antineoplastic agents injected. 
Cartilaginous extract could be used in the 
content of either phannaceutical composition 
or therapeutic kit containing an 
antineoplastic agent. EFFECT: combined 
therapy provides higher efficiency of 
antitumor action due to decreased number of 
toxic side effects. 6 cl, 3 dwg, 4 tbl 
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3t0 M306peTeHMe OTHOCHTCfl K 

npoTMBoonyxojieBbiM TepaneBxuHecKiiM 
cpeflCTBaM, BKnioMaioiMUM 
aHTHHeonnacTMMecKne areHTbi m SKcrpaia 
xp!fu\a, o6naflaiOLHM(i npoTnaoonyxoneBoi^ 



o 

lo 



MSBeCTHblCi ypOBeHb TeXHMKH 

flaHHbie aanBMTenn y>Ke onucbmann 
6MoriorMMecKyio aKTHBHOCTb, sbmaneHHyio b 
xpnii^eBoi^ TKaHU, a hmghho b xpfiti^e aKynbi. 
Cnocx35bi nony>^eHHR sKcrpaKTOB xpnma vt 
CBOf^cTsa cawnx SKCTpaiaoB pacKpwTbi b 
Me>KflyHapoflHbix ny6nmau,mx WO 95/32722, 
WO 96/23512 m WO 97/16197. 3tm cnocoSbl 
oGbMHo BKnwHBioT cTaflMM: ^oM0^eH^13a^M^1 n 
3KCTpaKL|MM xpflina aKyjibi pp nonyMeHUH ciuecM 
^acTui; xprn^a co cpeAHUM pasMepoM 
npn6nM3MTe;ibHO 500 mkm m HeoMnineHHoro 
>KHflKoro sKCTpaKia, oTfleneHUJi yKaaaHHbix 
MacTML( OT yKaaaHHoro HeoMnineHHoro >KHflKoro 
OKGTpaKia M Tarara cfjpaKL^MOHMpoBaHMfl 
yKaaaHHoro nwpyaro sKcrpaKTa, npn KoropoM 
nojiy^aioT MOJieKynw, nweioinne MoneKyrnpHbiK 
see MeHeo mom npM6;iM3MTenbHO 500 Kfla. 3th 
cnoco6bi npHMeHviMbi k SKcrpaKuuM 
6v\onormecm aKTMBHbix Beu^ecTS va xpnu^a 
nio6oro npoMcxojKfleHna. 

>KMAKMe 3KCTpaKTbi xpnina aKynw 
nporecTHpoBaHbi paanMMHbiMH MeroflaMn m ohm 
o6jiaAaioT aHTnaHmoreHHoii, 
aHTHKOJinareHonmnMeoKofl aKTMBHOCTSMM, 
npnMbiM aHTMnponMct)epaTMBHbiM fleaoTBMeM Ha 
onyxoneBbie khotkm m npoTMB0B0cnajikiTejibHoC4 



3tm 9KCTpaKTbi xpnina onucaHU iok 
3c{)4)eKTMBHbie npoTMBOonyxoneBbie cpeflCTBa m 
OAHOBpeweHHO CesBpeAHbio, laK kblk y 
nony^aBLJJMX ero xmbothux m SojibHbix ne 
BbiflBJieHO HMKaKMX oepbeaHbix no6oMHbix 
3(^ct>eKTOB, npflMO cBnaaHHbix c mx 
nepopaJibHbiM BsefleHVieM. >Kviakm(^ SKcrpaicr 
xpnma anynbi m SKCipaia xpjima va nio6oro 

flpyroro MCTOHHUKa, MMeiOlUMf* 3KBMBa;ieHTHyiO 

npoTMBoonyxo;ieByK3 aiaMBHCJCTb, BxoflflT b 
o6i>eM HaoTOfiLHero naogpereHun m SyayT 
o6o3HaMaTbcn kbk "sKOTpaKTbi xpsiina", 

HsBeoTeH o6uJnpHbiti cneiap 

TepanesTM'^ecKMx areHToe, npuMensieMbix flnn 
jieHeHMfl paKa ripoTMBOonyxojieBbie areHTbi 
BKnioHaioT, He orpannMUBaflCb 3TMM, 
cneflyramne, npeflCjaBJieHHbie nmce aneMSHTbi: 

AnKunnpyiotLiMe areHTbi 

AnKMJicynbcpoHaTbi; 6yoynbc()aH. 

3TMrieHMMMHbi: TMOTena. 

AsoTMCTbie aHanorn unprna: xnopaMeyi^nn, 
miKnocJ)occt)aMHfl, scrpaMycrnHa cfoocxtjara 
HarpneBafl conb, n4)occf)aMMfl, MeKnoperaMUHa 
ruApoxnopufl, Mercf)anaH. 

DpOHaBOflHbie HMTpOSOMOHSBHHbi: 

KapMycTMH, noMycTMH, cTpenrosoi^MH. 

CoeflMHeHna, coAep>KainMe njiarnHy: 
Kap6onnaTMH, nncnjiarnH. 

AHTHMeTaBonHTbl 

AHanorn c})o/iMeBoti k 
Harpun. 

Anajiorn nypuna: 
MepKanionypnH, TMoryannH. 

Anajiorn nupuMHAHHa; miTapaOnH, 
0TopoypaL4tiJi. 

npOM3BOflHblO ^ 



MeioTpeKcar 
KnaAPM6MH, 



l4MT0T0KCMMeCKMe aHTM6M0Tmai 

AHTpai;MKniiHbi: flayHopy6MuiiH, 
AOKCopy6MUMHa ruflpoxnopMA, 3nMpy6m<MHa 
mAPOxnopuA, HAapye^mMHa rMApox/iopMA. 



AKTVIHOMMLIVIHbi: AaKT^HOMMLtMH. 

ripOIMe miTOTOKCMMSCKMe aHTUBMOTHKM: 

BjieoMMUMHa cyjibc{)aT, mmtommuhh, MMioTaH, 

MHTOKCaHTpOHa rMflpoxjiopnA. 

PacTMtejibHbie a/iKanonAbi m Apyrne 
HaTypanbHbie npoflyKibi 

3nMnoAO(t)wnnoTOKcnHbi: STonoanA, 
leHkinoatiA. 

TaKcaHbi: AoiieTaKcen, naxnuTaKcen. 

A/iKanoivibi 6apBMHKa m ananorM: 
BMH6jiacTMHa cyjibcf)aT, BUKpucTuna cy;ibc|)aT, 
BMHAesMHa cyjibcJiaT, BUHopenBuHa Taprpax. 

ripoHne npoTMBOonyxoneBbie cpsflCTBa: 
anbTperaMHH, aMcaKpnH, l-acnaparnnaaa, 
AaKap6a3kiH, cfjuyAapaSnHa (^locxpaj, nop4)MMep 
HaTpiin, npoKapBasMHa ruAPoxnopMA, TpeiMHOHH 
(nojinan TpaHC-ctiopMa peTMHoeBOfl KMcnoTbi), c 
CklCTSMMblM BBeAeHMeiu. 

AHTnaHrMoreHHbie cpeflpTBa: MaprnwaoTaT, 
cypaMMH, TNP 470, TaiiMAOMMfl M nyqeBaJi 
TepanMfl. 

BojibiuMHOTBo M3 3TMX aianHeonjiaoTMMeoKMX 
Mjiki npoTMBOonyxoneBbix areHTOB MiueioT 
orpaHkiMeHkin b oTHomeHMM 6e3onacHOCTH, TaK 

KaK OHM BblCOKOTOKCMMHbl, HanpHMOp B 
SCfX^jeKTMBHblX AP3aX OHM Bbl3blBaiOT TJl)KenblO 

HWKejiaTenbHbie 3*<t)eKTbi, 

06lHeM3BeCTHblM Ann MeAMLlMHU ABJineTCfl 

TOT cf)aia, MTO Her nAeanbHoil 
npoTMBOonyxojieBoCi lepanMH. tt>apMaranorM m 
oHKonoFM BcerAa AO^>KHbi eajiancupoBaTb 
Me)KHy MaKOMMajibHO scJjctieKTMBHoPi A03o« M ee 

TOKCMHeCKMMM noCOMHblMM SCfX^eKiaMM. B 

peayJibTaTe 3Toro scJji^eKTMBHan floaa 
aHTMHeonnaoTMMeoKoro arsHTa MO)KeT 6biTb 
Aana b snAe cyewaKCHManbHOi^ Aosbi, Ans Toro, 

MT06bl H36©>KaTb, HaCKOflbKO 9T0 B03M0)KH0, 

CHMiuKOM Tfl)Kenbix TOKOMMecKMX no6oMHbix 

34)C{)eKTOB. TaKMM 06pa30M, K OOKaJieHHK), 

CTpeMneHne n36e)KaTb Tn>Kenbix noBoMHbix 
3Ct)ctieKT0B Macro npeoeraflaer Hafl 

CTpeHWlSHHeM AOOTMMb MaKCMMa/lbHOi^ 

3<t5(t)eKTMBHOCTH. 

3K0TpaKTbi xpnina, KOTopbie 3a!iBMTenM y)Ke 
onuoann (i^MTupyercn Bbime), oSnaAaiOT 
aHTMnporM(i)epaTHBHOiS aicinBHOcrbio b 
OTHOiiieHMM onyxoneebix KneroK in vivo, 3Ta 
aKTMBHOCTb, BepoflTHO, oBycnoBHeHa no 
KpafineR Mepe (xweranMeM npjiMoK 
npoTMBOonyxojieBoii aKruBHOCTH, 
aHTMKOJinareHOJiMTMMecKoii m anTMaHrnoreHHOM 

aKTMBHOCTflMll. 3tOT SKCTpaKT o6/iaflaeT xopoLUO 
noATBep)KfleHHofi npoTHBOonyxoneBoii 

aKTMBHOCTblO M nUlUeH TOKCMMBCKMX n060HHblX 

3ct)c}3eKTOB. TaK KaK B HacTOflu^ee speMn 
Mex:/ieflOBaHMfl b 3Tom oO/iacTM nanpaBneHbi Ha 
co3AaHMe ranoi^ npoiMBOonyxorieBoii repanMM, 
KOTopafl ppn>KHa xapaKrepnaoBaTbOSi 
3cti$eKTMBHOCTbio, npn6nM>KaioiAe(^cfl k 100%, M 
TOKCMMHOCTbio, npn6nM)Kaioii^eKcfl k 0%. to 

CTaHOBMTCH XOpOLUO nOHflTHbIM, HTO 

npoTMBoonyxoneBbie KOMno3MmiM, 
npM6nM)tcaioiqMecn k 3tmm sojiOTbiM CTaHAapTaM, 
6yAyT BcnHecKM npMBercTBOBaTbcn. 

no3TOMy cymecTByeT HeoSxoAMMooTb b 
aHTMHeonjiacTMMeoKMX TepaneBTMHOCKHx 
opeAOTBax, coMeTaioiUMX BNCOKyio 
sctxJjeiaMBHOOTb npoTMBOonyxoneBoro AeWcTBMJi 

CO Cna6blMM TOKCMMeCKMMM no60MHblMM 
3Ct)C|3eKTaMM. 

KpaTKoe MSJiojKeHne cymecTBa M3o6peTeHiifl 
B HacTOflu^eu M3o6peTeHMM npeAnaraeTCd 
ycoBepiueHCTBOBaHHaji npoTi/iBoonyxoneBan 
TepanMfl, BioiioMaiotMafl BBeAeHMe 

34)Cf)eKTMBHOrO B OTHOlijeHMM 



M 

o 



Z) 



npoTMBOonyxoneBoro p,emjBm KonnMecTBa 
aHTMHeonraoTHMecKoro areHia n 34)4)eiaMBHoro 
B OTHoiueHMM npoTHBOonyxojieBoro p,e\ACJBm 
KOJikiHecTBa 9KCTpaKTa xpnu^a. 

B nenoM npenMymecTBa, Koropbie bhocmt 
SKCipaKT xpnma, aannioMaioTca b 
AononHMTejibHOM yBe/nmeHUM a^cfjeKTMBHOOTH 
npoTMBOonyxojieBoro AeRcTBUR m b aainnre or 

TOKCMHeCKHX no604HblX 34)(l)eKTOB. 

L4enbK) HacToninero n3o6peTeHMfi nanneTOfi, 
cneflOBarenbHO, o6eoneMeHMe npuMeHeHun 
3KCTpaKTa xpjiii^a, o6naflaK)inero 

npOTMBOOnyXOiieBOM SKTHBHOCTblO, fl/ifl 

YBenmeHm npoTHBOonyxoneBofi aicrnBHOoTH 



KOMBuHMpoBaHHOM npoTMBOonyxoneBOM 
TepanuM 6onbHoro, KOTopowy BBOflflT 

34)Ct)eKTHBHOe B OTHOmeHMM 

npoTMBOonyxoneBoro p,e9iCJBvm KOJinMecTBO 
aHTHHeonnacTMMecKoro areHia, m Ann samnTbi 
6onbHoro or ysenmema TOKCHMeoKMX 
no6oHHbix 3c{)(})eKT0B. npucymux BBeAeHnio 



KoM6kiHMpoBaHHa5i npoTHBOonyxojieBan 
Tepannfl MOJKer nMeib abg cpopMu: 1) BseAeHne 
SorbHOMV KOMno3MUMi/i aHTMHeonnacTMMecKoro 
areHTa m 3KCTpaKTa xp^ma n 2) pasAenbHoe 
BBeASHne BojibHOMV aHTMHeonjiaoTM4ecKoro 
areHTa n SKCipaiaa xpnma, MacrnMHO 
coBnaAaioiMoe no bpombhh mjim OAHOBpeweHHOo 
(o6bmHO oeosHaMaeMoe ksk "conyTCTByioU4ee 
jieMeHne"). 

B KOHKpeTHOM ocyiMecTBneHUM SKcrpaia 
xpnina npeACTaeiweT coBoR sKCTpaKT xpnina 
aKyru, nonyMeHHbia cncxxj6oM, BKnioMaioiMMM 
craAMM: roMoreHvisaL^MM m SKcrpaKi^Mki xpniua 
aKyjibi AO nonyMeHMfl cMecu HaoTkiui xpnma oo 

CpeflHMM paSMepOM npM6;iM3MTejlbHO 500 mkm m 

cbiporo jKHAKoro oKcrpaKra, OTAsneHun 
yKaaaHHUX MacruM or yKaaaHHoro cbipora 

JKMflKOrO 3KCTpaKTa M TaKOrO Ct)paK14M0HMpOBaHmi 

yKaaaHHoro jKHAKoro sKorpaKTa, npn KOTopoM 
nojiyMaroi MOJieKynu, nMeioLUMe MoneicynnpHbifl 
BBC MBHee MBM npM6nki3MTenbHO 500 Kfla. 

B nepBOM npeAnoHTMTenbHOM sapnaHTe 
ocymecTBneHMfl MsoGpeTeHMfl KonnMecTBO 
aHTMHeonjiacTMMecKoro areHia Ana 
npoTMBOonyxo/ieBoro AeWcTBua oocraBjifleT ero 
oySonTHMajibHyio aoay, a KO/inMecTBO 3KCTpaKTa 
xp^ma, BBOAHMoe b oo^eTaHnn c hum, 
AonojiHUTenbHO ycujinBaer 34)ct)eKTHBHOCTb 
npoTMBOonyxojieBoro Asi^CTBun 
aHTHHeonjiacTMMecKoro areHTa 6e3 yBenn'^eHUfl, 
a nynuje Aa>Ke co cHH)KeHneM TOKCunecKnx 
noSoMHbix 34)ct3eKTOB, npucymux BBeAeHnio 
6onee BbicxjKod ppsbi aHTHHecnnacrnHecicoro 
areHTa, KOTopas 6bi xapaKrepnaoBanacb 
34)4)eKTMBHocTbio npoTHBOonyxonsBoro 

fleJ^OTBUn, GKBUBaneHTHOC^ KOM6MHMpOBaHHOa 

npoTHBoonyxoneBofi Tepannn. 

Bo BTopoM npeAno4THTenbHOM BapnaHTe 
ocyu^ecTBneHMJi n3o6peTeHMR KonnnecTBO 
aHTHHeonjiaoTMMecKoro areHTa ann 
npoTHBoonyxoneBoro AeC^cTBun coGraanner ero 
onTMManbHyio Aosy, a KOJiMHecTBO SKcrpaiaa 
xpaina, BBOAHMoe e coHeTaHUM c HkiM, 
AononHMTejibHO yonnnBaeT 3cpct)eKTMBH00Tb 
npoTMBOonyxoneBoro Aei^CTBun 
aHTMHeonxiaoTMHecKoro arsHra 6e3 yBennHeHUfl, 
a /lyMiue pisttus co cHivKeHMeu TOKcimecKMX 
no60MHbix 3c{)c{)eKT0B. npnoymux BBeAeHnio 
yxasaHHoro aHTMHeon/iacrnMecKoro arem-a. 

Bbi6op oyeoniMMa/ibHoR unti onrnMajibHoa 
A03bi aHTMHeonnacTMMecKoro areHia saBnonT 
MCKnioHMTeTibHO OT arpecoMBHOCTM onyxonn, 



noAsepraeMoH ne^eHnio, m ijUKecTH no6oMHbix 
34>(tieKT0B aHTMHeonnacTMHecKoro areHTa. 

AHTMHeonnacTMMecKMM areHTOM moxbt 6biTb 
6ycynbct)aH, THOTena, xnopaMOyi^i/in, 
UMiaioct)occf)aMHA, scTpaMycTuna (poccpaja 
HaTpnesan coiib, Mct)oc4)aMMA, MeKnopeTaMMHa 
ruAPOxnopuA, MencfjanaH, KapwycTHH, 
noMycTMH, 0TpenTO30L(MH, Kap6onnaTViH. 
i^McnnaTMH. MBTOTpeKcaT HaTpufl, KnaflpnoMH, 
MepKanTonypnH, TuoryaHUH, ^MTapa6MH, 
cf)TopoypaL(nn, ruflpoKCHMoneBMHa, 
AayHopy6MmiH, AOKCopySnLiUHa ruApoxnopuA, 
snupyenmiHa rMApoxnopuA, nAapyBm^nHa 
ruAPOxnopuA, AaKTHHOMMHHH, 6neoMm4MHa 

CynbCfjaT, MUTOMULlklH, MMTOTan, MMTOKCaHTpOHa 

ruAPOxnopuA, sTonosMA, TeHnnoanA. 
AOL(eTaKcen, naKnuTaKcen, BMHSjiacTMHa 
cyjibc})aT, BMHKpucTMHa cynbc^aT, BUHfleanHa 
cynb4)aT, BUHopeJiSnHa TapTpaT, anbipeTaMHH, 
aiMcaKpnH, 1-acnaparMHa3a, AaKapSaanH, 
ct)/iyAapa6kiHa cpoajjai, nopctJUMep HaTpufl, 
npoKapSaanHa ruAPoxnopuA, rpeTHHOHH 
(nojiHafi TpaHC-ctxjpMa peTMHoeeoW KMcnoTbi). 
MapMMacTBT, cypaMMH, TNP 470, ra/iMflpMHA m 
jiyMOBan repanMn. 

B KOHKpeTHOM BapnaHTe ocymecToneHMfl 
M3o6peTeHMfl aHTMHeonnaoTMHecKMM arcHTOM 
flonneTCSi i^McnjiaikiH. 

flpyroW uejibK) HacTosiinero M3o6peTeHMfl 
flsnflBTcsi ofieoneMeHne npoflyiaaMM, KOTopue 
MoryT 6biTb MonojibsoBaHbi fv\a HOBoro 
npaKTimecKoro npMMeHeHMa aKcrpaiaa xpsina. 

Oahmm m3 npoflyicroB «BnneTCfl 
npoTMBOonyxojieBan KOMno3Mi;Mfl, BKnioMaioLnan 
KonnMecTBO aHTMHeonxiaoTMMecKoro arenra pp!t 
npoTMBOonyxoneBoro AsRcTBUfl n KonkwecTBO 
sKCTpaiaa xpniiia pp!^ npoTMBOonyxonesoro 
flekicTBup B noAXOASLueM 4)apMaL(eBTMMeoKM 
npt^ewneMOM HOCMTene. 

OflHUM M3 Apyrux TaKnx npoAyKTOB fiBnseTCJi 
Ha6op ppa npoTHBOonyxojieBoro neneHUfl, 
KOTopbii^ BKnioMaeT nepBbii^ KownoHeHT, 
cocTOfliJ4Ht^ H3 aHTHHeon/iacTHHecKoro areHTa b 
jieKapcTBeHHOi^ Aose, 3c})ctieKTMBHoi^ b 
OTHOiiieHHH npoTi/iBoonyxojieBoro Rei^cjam, m 

BTOpoii KOMnOneHT, COCTOfllHHC^ M3 SKCipaKTa 
xpnma B TieKapcTBeHHOf^ A03e, 3Cf)C})eKTHBHoS^ b 
0TH01119HMM npoTMBoonyxoTieBoro neviCTBYia. 

OnucaHne npeAnoHTHTeribHbix sapnaHTOB 
ocymecTB/ieHMH M3o6peTeHHH 

SaaBMTenn npoTecTupoBani^ AeiicTBUe 
KOM6MHMpoBaHHoii npoTMBOonyxoTieBoii 
TepanuM, sicnioMaiomeil BBeAenne sKCTpaiaa 
xpjiina n aHTMHeonnacTMMecKoro areHTa. b 
HaAe)KAe o6Hapy>KMTb moxho m ynyHiunTb 

3Ct)(})eKTMBHOCTb MX COBMeOTHOrO Aet'OTBMft 6e3 

KaKoro-nn6o yBe/inHeHun vtm TiyMiue npn 

CHMWeHMH TOKCMMeCKMX noBOHHblX 34)<})eKrOB. 

HacToainee M3o6peTeHne ByfleT onMcaHO o 
noMoinbio npeAnoMTHTeiibHbix sapnaHTOB ero 
ocymecTBTieHUP n o AononnnTenbHoK ccbinKoCt 
Ha cneAyKJinne npunaraeiMbie HepTe>KM, iienbio 
KOTopbix aansieTCJi TOJibKO miniocTpamifl 
MsoepeTeHMn, ho He orpaHMHeHMS ero oe-beiMa. 

KpaTKoe onMcaHHe sepTexeM 

Ha cf)Mrype 1 npeAcraeneHO oHMKeHMe 
KonnMeoTBa MeTaoraaoB b LLC MOAenn onyxojin 
MbiLueH. MbiiuaM c LLC MOAejibKJ onyxoDM 
nepopanbHO bboamjim ysenrnMBaiou^kiecR Aosbi 
)KMAKoro sKCTpaiaa xpnina (AE-X), oAHoro mvi a 

OOMeTaHMM C MMOnnaTMHOM (CDDP). 

TecTupoBann TaioKe Aet'cTBue OAHoro CDDP. 
KoHTponeM ony)KM/iM Mbimn, noJiyMaeujue 
coneBoC^ pacTBop. 

Ha cfjurype 2 npeflpTasneHbi M3MeHeHMH 
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Beca Tena Mbnueft c LLC MOflejibio onyxojin, 
o6paeoTaHHbix LjMcnnaTMHOM, 

yBej1HHMBaiOlMMMMC51 KOJlMHeCTBaMM )KMflKOrO 

3KCTpaKTa xpsma (AE-X), oflHoro mv\ b 
coMeiaHMH c uncnjiarnHOM CDDP, b cpaBHeHMM 

C )KMBOTHblMM, 06pa60TaHHblMM CQHeBblM 
paCTBOpOM (KOHTpOJlb). 

Ha cpurype 3 npeflCTaeneHa KoppennLikin 

Me>KAy KOnHHeCTBOM Jie«KOl^MT0B M 

34)4)eKTMBHOcTbio npoTHBOonyxo/ieBoro 
jieHeHMH c yneTOM ero tokcmhhocth. 
PeaynbTaTbi 

3aflBHTejiM oxapaKTepnaoBarn HeKOTopue 
MHrpeflneHTbi H3 3anaTeHTOBaHHoro >KMflKoro 
SKOTpaKTa xpnma aKynbi (i^nTupyeTCJi Bbiiue) n 
cpeAM flpyrux KownoHeHTOB o6Hapy)KMJiM 
npucyrcTBi^e ruroKcaHTHHa, ero ({lypaHoaMflHora 
npovi3BOAHoro n era flUMepoB b cyMMapHoCi 
KOHLieHTpaLiMn npuBJinsMTenbHO 75 MKr/20 Mr 
cyxoro seca cyMiwapHoro >KHflKora 3KCTpaKTa 
xpHLna. 3to KonnHecTBO runoKcaHTHHa He 

AOn>KHO 6blTb TOKCHMHblM in ViVO, XOTfl HO 
HCKni04eH0, 4T0 oho MOJKeT 6blTb 34)Cf)eKTHBHblM 

B OTHoiueHUM npoTHBoonyxoneBoro AeiicTBun. 

runoKcaHTMH flBJiserosi cyCcTpaTOM pps\ 
4)epMeHTa 

rnnoKcaHTHHryaHMH4)oott)opn6o3M/iTpaHC<t>epa3 
bi (HGPRT), c})epMeHTa, nepeHocflinero nypuHbi 
(Weber et a1.. 1983). runoKcaHTHH oSpaayeT 

MH03MHM0H0C})0C(})aT, KOTOpblfi flSnfleTCJI 

KnioMeBbiM npoMe>KyTOMHbiM npoflyicroM, 
ynacTByiomMM b npoflyKunn afleHnnaTOB m 
ryaHMJiaroB. Xom runoKcaHTHH uoxej b 
KOHeHHOM more BeCTM K BKmOHeHMIO nypuHOBbix 
ocHOBaHuR B HyicneoTMAbi M HyKnenHOBbie 
KMcnoTbi, MTO ppnmHO BraronpusiTCTBOBaTb 
CMHTBsy flHK. MHorne cucTeMbi KneroK Moryr 
McnonbsoBaTb nypuHbi b pasnnHHbix 
BHyrpuKneTOHMbix icacKaflax, oahm m3 KOTopbix 

flSnaiOTCfl aKTMBUpyiOmMMM, B TO BpeMSl KaK 

Apyrne - HHrnenpyiomMMM. UsaecTHO, mo in 
vivo mnoKcaHTMH oOnaAaeT 

aHTHnpOJlMCpepaTMBHOH aKTHBHOOTblO B 

OTHomeHMM onyxoneBbix KneroK, mto 
npeAnojiaraer. mto b paKOBbix KneiKax 
MHrnenpyionvie nyrn woryr npeoejiaAaib no 
oTHoiueHmo k aianBupyioiuMM. 

y MenoBBKa no/iyneHbi HeseposiTHbie 
flaHHbie, noKasbiBaroLAne, hto BojibHbie, Koropbix 
neMMJiM oAHOBpeMeHHO sKCTpaKTOM xpnma n 
jiy^eBoR TepanneCi nnn xnMnoTepanneCi, 
BoocTBHaBnuBanncb Sojiee 6bicTpo m y hux 
cymecTBeHHo yrymuancq oSmnCi bma h 
cooTOflHue Honeii n Bonoc. C APyroCi cropoHbi, 
y Tex naL(MeHTOB, Koiopwe npuHUMann ro/ibKO 
SKCTpaKT xp^ma, raioKe HaSniOAanocb 
yny^Luenne oStnera caMOHyBCTB^n, b to Bpeivw 
KaK onyxojib perpeccupoBana. 3tm HaBnioAeHUfi 
yKaabiBaioT Ha to, mto oKCTpaKT xpsina He 
TOTibKO 3C|)4)eKTHBeH caM HO ce6e B nnane 
TopMO>KeHMfi nponncpepai^MH khbtok onyxonn, 
HO Ta»Ke npoTMBOAeS^oTByeT He6naronpnHTHbiM 
3CJ)cf)eKTaM ApyroM npoTHBopaKoeoM Tepannn 
n/nnn cosAaeT yonoBun f\m 6oTiee 6bicTpora 
BOCcraHOBTieHMn nocne ee AeMCTBMS. 

3aaBHTe;iM noATBepAnnn nannHne 
npoTHBOonyxoneBOi^ aKTMBHOCTH SKCTpaKra 
xpama in vivo na flsyx MOAennx >KHBOTHbix. 

- DAS MOAenn onyxorn Mbimeii c hm3Kmm 
noTehnnanoM MeTacTasnpoBaHun m 

- LLC MOAenn onyxojiM MbiiueCS c BbiooKMM 
^0TeH^V1a^0M MeTacTasnpoBaHUfl. 

DAS MOAeiib: 

npoTMBOonyxojieBbid noreHnnaji aKcrpaiaa 
xpnina MocjieflOBann Ha MOAenn 



aAeHOKapunHOMbi (ajuiorpaHcruiaHTaT) 

MonoMHOi) }Kene3bi Mbiuje(4. DAS KneTKM 

(1 .10^ MHOKynnpoBajiM noflKOKHO b npaByio 

eoKOByio CTopony kubotb sapoonbix MbiiueK 

JIMHMM BALB/O. 3TM KneTKM npOHCXOflflT M3 

aAeHOKapi<MHOMbi mojiomhoR >Ke/ie3bi MbiiueM, 
MHflynvipoBaHHoii 

7.12-AMMeTMJi6eH3aHTpai^eHOM (flMBA). DAS 
npeACTaanneT co6ot^ aAeHOKapquHowy 
MonoMHofl )Ke;ie3bi MbimeR, He Aaioinyio coBcew 
MJiM AaioiAyio Manoe KonnnecTBO MeTacTasoB 
{D.Medina, J.Natl , Cancer InsL, 1969, 42: 
303-310; ibid, 1976, 57: 1185-1189). 
MHOKyjinpoBaHHbie KneTKH MeAnenno pacTyT in 
vivo n oSpaayioT connAHyKJ onyxo/ib c 
nporH030M HH3Koro MeTaoTaanpoBaHna. 
)Kn3Hecnoco6HOCTb DA3 kjibtok 

noflflep>KMBaeTca b cpeAe RPMl 1640 c 
floSaeKoC^ 50 mkM MepKanTOSTanona, 0,2 mM 
pacTBopa Hepes 6yct)epa, 1 mM nupysaTa Na, 2 
mM L-rnyTaMMHa, 0,1 mM saMennMbix 

aWHHOKUCnOT, 10 MM BUTaWUHOB, 10% 

OKOJionnoflHOM cbiBopoTKH lenm n 1% 
neHMUMJinviH-cTpenTOMMLinHa. KneTKH 
HHKySnpoBanM npn 37°C b aTM0cc{)epe, 
coAepKaineR 5% CO2. B stmx ycnoBnax DAS 
KneiKH npojiMcfjepMpycT, ho ne 
AMc})c|)epeHL^MpyioTCJi. An« MHAyKUnn onyxonn 
KneTKM BbipainnBann b hojihom cpeAe AO 70% 
KOHCtJ/iyeHL^nn M 3aTeM co6npann, npuMenflfi 
pacTBop TpnncMH-3flTA. KneTKH 

i;eHTpMct)yrMpoBann, Tpn pasa npoMbiBann 
pacTBopoM (j)oc(}5aTHoro Sytpspa (D-PBS Bes Ca 
** M Mg**) n pecycneHAMpoBann ao pa3B8AeHMfl 
1.10^ KneTOK/wn. MbimaM (n=15) npoBOAHJiM 
^1HOKyns^^^1lo 0,1 mji cycnensnn n e)KeAHeBHO 
nepopajibHO bboamjim 3KCTpaKT xpaina nnn 
nnai^eOo (cojieBoPi pacrsop). BBeASHne 

HaHUHSJlH B ASHb MHOKyjIflL^MH DA3 KHeTOK MHH 

7-K) AHfMM no3>Ke noo;ie paHAOMHsaunn 
jKMBOTHbix. TecTnpoBa;iM pa3J1MMHbie 
KOHueHTpauMn SKCTpaKTa xp^ma. BennHUHbi ao3 
sKCTpaKTa xpHiAa Bbipa>Ka;iM b bhab sennMUHbi 
cyxoro seca BBeASHHoro 3K0TpaKTa xpflu^a na Kr 
Beca TBJia. 

Ka>KAuti TpeTMt^ AeHb npoBOAMJiM 
MOHMTopuHP pocTa onyxonn. MsMepn/in Annny n 
ujupuHy onyxonn m paccHHTbiBajin o6-beM 
onyxojiM (CM^) cneayioiUMM oCpasoM (AnnHa 
(cm) . ujMpnHa^ (CM^2). MbiQjea 3a6MBanM na 
54-R AeHb nocne nHOKyrumnn onyxonn, b otot 
MOMeHT onyxonn yflanann n BSBeujUBann. 

npn exeAHeBHOM BBSAennn MbiiuaM c DAS 
MOAe/ibio onyxojin sKCTpaKTa xpnma b A03ax 
(cyxoro eeca) ot 100 ao 400 mlw nocne 
48-AHeBHoi^ oOpaCoTKM Bbiflane 
pasMepoB onyxonn Oonee Mew Ha 50% (f 

LLC MOASTlb 

SaflBkiTenn noATBepAnJin 3c{)ct)eKTMBH0CTb 
npoTMBOonyxoneBoro nefftcjam n 3aiAMTHbifl 
3c{54)eKT SKCTpaiua xpwina c noMoiAbio 
TecTnpoBaHi/ifl Aei^cTBnn paa/inMHbix 
KOHueHTpamiM )KMAKoro sKCjrpaKra xpnma 
caMoro no ce6e uriM b ooHeTaHMM o 
^nc^naT^^HOM (CDDP) na Mop/sm Kapi(MH0Mbi 
Jien<nx Lewis (LLC). 

LLC wieTKH pecycneHAnpoBajiM b 
CTepnnbHOM PBS (10^ KneTOK/0,2 mh) m 
MMnnaHTupoBann wbiiuaM nmm C57B1/6. 
nocne 11-AHeBHora nepnoAa nepanMHbie 
onyxojiM APOTurann cpeAHero o6i.eMa b 1,0 
CM ^ M yflann/incb xnpypTOMecKM. Hocne 
onepai<MM Mbituei) paHAOMMSMpoBa/iM b rpynnbi 
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no 15 XHBOTHblX I/I MM e>KeflHeBHO t 

nyieM nepopaxibHoro sohaoboto 

KOHTponbHblfi (cOJieSOM) paCTBOp H OKCTpaKT 

xpnina B nHTepBajie floa, Tpe6yeM0M Ana 
15-flHeBHoro nepnofla ne^eHUP. Ha 16-vi fleHb 
nocne onepaLinn >KMBOTHbix saenBajin, nerKne 

CpMKCMpOBajlM 

noACMHTbiaann 
nerKux. >KnBOTHbix ooflepjKariM b 
KOHTponuipyeMbix ycjioBusix: Tewneparypa 
22 °C, BJiaxHOCTb OT 40 ao 50%, l^hkh 
CBeroBoro aha 12 MacoB. Ohm nonyMajiM nMiny m 
nMTbe ad libitum. 

B nepBOM 3KcnepMMeHTe >KMBOTHbie 
nony-ia/iM n;iTb BHyTpM6pioLUMHHbix MHteKi^MM 
CDDP Hepea Ka)KAbie rpM p.ns\ {1 , 2 m 3 wr/Kr). 
SKCTpaKT xpjtu^a AaeanM per os eKeAHesHO (31 , 
125 M 500 Mf/Kr). B KaMecTse KOHTpo/iq p,aBam 
coneBOM pacTBop. PeayxibTaibi npeACTaojieHbi b 
TaCnMi^e 1 . 

06Hapy>KeH0, mto sKcrpaKT xp^ma He 
npoqBJifieT hm cnHeprMawa, hm aHTaroHMawa, ho 

flBJlfleTOfl aflAHTMBHblM CfjaKTOpOM HO 

cnoco6HOCTM CHMKaTb KonMHSCTBO neroHHbix 
MexacTaaoB npn LLC. CDDP caM no ce6e B Aoae 
3 Mf/Kf BbiabiBser cHM)KeHMe KorMMecTsa 
MeTacTaaoB na 54%, b to speMq KaK oamh 
3K0TpaKT xp^ma B Aoaax 125 m 500 Mr/Kr 
BbisbiBaeT 0HM>KeHMe Ha 65 m 69% 
cooTBeTCTseHHO. PeayribTMpyioinee cHMxeHne 
KOJiMMeoTBa MOTaoTaaoB (85%), Ha6nioAaeMoe 
npM ooMeiaHMM Aet^OTBMfi HaM6o;iee bucokmx 
fl03 (500 Mr/Kf/AeHb) SKcrpaiaa xp^ma m CDDP 
(3 Mr), SKBMBajieHTHO o6Hapyx<eHHOMy npM 
AeRcTBMM OAHOro CDDP b Aoae 5 Mr/Kr. ho 6e3 
TOKOMMHOCTM, BbiflBnfleMOM npM 3ToR 6onee 
BbicoKoH flpae CDDP (Aannbie He noKaaaHbi). 
TaKMM oBpaaoM, AoSaejieHMe sKcrpaiaa xpflina 
K cyBonTMManbHoii, xapaicrepMsyiomei^cfl hmskom 
TOKOMMHOoTbio flose CDDP Befler k 
noflflep>KaHmo TSKOfi npoTHBOMeTacTasHoR 
aKTMBHOcTM, KOTopan oSbiMHO HaSnioflaeTCfl npn 
AeKcTBMH 6onee bwcxjkmx ao3 CDDP. 

Bo BTopoM HsaaBMCMMOM SKcnepuMeHTe 
CDDP flaaajiM B floae 4 Mr/KT. 3K0Tpaia xpfliHa 
AaBajiM B flpaax 75. 150 m 500 Mr/Kr. B 
KanecTBe KOHTponsi onnTb Aasajin coneBoB 
pacTBop. PeaynbTaibi cHM>KeHMfl KonkwecTBa 
MeraoTasoB npeflCTaBneHbi na cf)Mrype 1. 
BBeASHMe oAHoro CDDP oHUJKano KonMHeoTBo 
MeTacrasoB npuBnusMTenbHo Ha 71%. 

B OTHOUjeHMM OHMJKeHMH KOrMMeCTBa 

MeracTasoB sKCTpaKT xpnina 6bin 34)4)eKTMBeH 
npn Bcex npuMeHJieMbix floaax. MaKCMManbHbif^ 

34)Ct)eKT B OTHOUjeHMM OHM>KeHM?I KOnM'^eCTBa 

MeracTaaoB npoHsnJincj) npM Aoae 1 50 wr/Kr mhm 



KoMSMHauMfl AByx Haneonee e 
SKCTpaKTa xp^ma (150 m 500 wr/Kr) m CDDP 
Aaer cBepxMaKOHMajibHbiCI ocpcpeKT (85-87%) no 

CpaBHeHMK) C MaKCMWa/lbHblM 34)4)eKT0M, 

HaSriioAaeMbiM npM oniMMa/ibHoC^ Aoae OAHoro 
CDDP (npM6nM3MTenbH0 71%). 

TOKCMHeCKMe n060MHbie 3Ct)4)eKTbl 

OL\eHMBanM c noMoinbio MaMepeHMji seca lena. 
PeayribTaTbi nponnjiiocTpupoBaHbi na cfjurype 2, 
B TeneHMe nepsoM HSAenM o6pa6oTKM Bee 
Tera BoapaoTa/i y Bcex rpynn. O6pa0oTKy 
Ha^MHa/iM Ha 12-i^ Aenb or Havana 
SKcnepMMeHTa. CHM>KeHMe Beoa lena, 
HaOrioflaeMoe wewy eropoM m rpeibeM tomkom 
speweHM no rpacpMKy, BosHMKaer b peayjibTare 
onepauMM (na 11-m AeHb), neoexoAMMoPi Ann 
yAaJieHMS) nepBMHHoK onyxonesoR Maccbi LLC. 
Hepea 15 ahbR nocne MHOKyrnnMH o6Hapy>KeHO. 



mo OAHH CDDP 5bm OMenb tokcmmhum, laK KaK 
Haciynajio CHM>KeHMe Beca rena 
npuSnnanTenbHO na 15% no cpaBHeHMio c 
rpynnoM, He o6pa6oTaHHOti CDDP. 

OflHH sKOTpaKT xpjima npM Boex floaax ne 
BJiMfln Ha cHMKeHMe Beca rena OyAy^M b to >Ke 

BpeMJI 34)C{3eKTMBHblM B OTHOUjeHMM CHMXeHMS 

KOJiMMBOTBa fieroMHbix MexacTaaoB. llpM 
K0M6nHaL4HM c CDDP SKCTpaKT xpama 

npORBHJieT 3aUJ,HTHblM 3(t)4)eKT nyTeM OHM)KeHMa 

creneHM noTepM Beca le/ia, MHAyUMpoaaHHoK 
CDDP (A03bi 75, 150 m 500 wr/Kr XMAKoro 
SKCxpaicTa xpflina no cpasHeHMio c CDDP; 
p <0,05 Ann Bcero nepucAa o6pa6oTKM). 

flosbi, oxBaTbiBaioiAMe 150-500 wr DKcrpaKta 
XpfllAa, MO>KHO KOM6MHMpOBaTb c 3-4 Mr CDDP 
Ann AOCTM>KeHMP CBepxMaKCHMajibHoro 
3cM)eKTa 6ea ysenMHeHvin tokcmmhoctm, p^e 
npM cawot^ BbicoKoi^ Aoae CDDP. 

T0KCM4H0CTb y KMBOTHblX 0 paKOM 

oLtsHMBanM no cHkKKeHMio Beca Tena. SaRBMienn 
AononHMTenbHo oxapaKiepMaoBajiM npupo/jy 
aaiMMTHoro 3<tx})eKTa. o6eoneMMBaeMoro 
sKCTpaKTOM xpaina, nyreM oi^eHKH 
reMaionorMHecKMX napaMeipoB, a mmghho 
KOJikwecTBa jietlKOUMTOB nepM(t)epMHecKO« 

KpOBM. HopMajIbHbIM MbilUaM BBOflMJIM (b/6) 

CDDP (3 M 4 Mf/Kr) Ha 1, 4, 7. 10 M 13 ahm 
sKcnepuMeHTa. SKCipaKT xpfima bboamjim 
nepopanbHO b Aose 75, 150 m 500 wr/Kr/Aenb. 
>KMBOTHbix aaSMBanM Ha 15-iS ASHb m oTenparn 
oSpaaubi KpoBM Ann noACMeia KneroK o 
npuMeHeHneM aBTOwaiMMecKoro aHannaaropa 

KneiOK KpOBM. rpynnbl COCTOSinM M3 )KMBOTHblX. 

nonyMaBUJMX oamh CDDP. oa^h sKCipaKi xpnma, 
KOM6MHa^mo o6omx m^m co;ieBoi^ paoTBop b 
KaMecTse HerajMBHoro kohtpojia. 

Baeppme CDDP BbisbiBaro sHa^MTenbHoe 
cHM)KeHMe MMcna jieMKOi^MtoB (Ta6;iML^bi 2 m 3). 
BBeAeHne 3KCTpaKTa xpau^a b AononneHMe k 
CDDP aaaiMiAaro npoTMB cHM>KeHMfl HMcna 
neiiKoi^MTOB (xpsin no oTHomeHmo k 3 wr/Kr 
CDDP, p<0,05; xpf\u\ no oTHOiueHMio K 5 wr/Kr 
CDDP, p<0,01). BeTiMMMHbi, nojiy^eHHwe b 
MHAMBMAyanbHbix rpynnax, KOTopbie nony^ajiM 
OKCTpaKT xpuLAa, o6-beflMHflnM Ann yBenMMSHMH 
CTaTMCTM^ecKoC^ anaMMMOCTM, CpeAHee 
KOJiMHecTBO ;ieMKOL(MTOB HaHOCM/iM Ha rpa4)MK 
no oTHOLueHMio K rpynne. o6pa6oTaHHot^ no 
onpeAensHHof^ cxeMe (43Mrypa 3). flMHei^HOCTb 
xpeHAa yKaabiBana na mmctum mohotohhum 
TpeHA (r2=0,9126) Ann CHM>KeHMR KonMMecTBa 
WieTOK B COOTBeXCTBMM CO CTporocTbio cxeMbi 
o6pa6oTKM, 3to HaBniOAeHMe naxoAMTCfi b 

COOTBeTCTBUM C 3aLL(MTHblM 3Ct>(}5eKTOM SKCTpaKTa 

xpama B OTHOLueHMM nonynai^MM jieMKOHMToa, 
cHMwaioineiicsi b reHeHMe BBeAenun CDDP. 
OcHOBbiBaflOb Ha 6MonorMHecKoP; 

aKTMBHOCTM, npOJIBJieHHOM 3K0TpaKTOM Xp^ma, B 

HacTORinee speMfi 0>KMfl3eTCR. mto SKCTpaKT 
xpnua MO)KeT 6biTb npMMeneH b KaMecTse 
AonoJiHeHMH K eonbUJOMy KOJiMMecTsy 
aHTMHeonnacTMMecKMX arenroB. KowSnHai^MM 
MasecTHbix aHTMHBonnacTMHecKMX areHTOB c 
SKCTpaKTOM xp^ma flon)KHbi o6ecneHMTb 
orpoMHbie npeMMymecTBa, mnmcb bhcoko 

3C{xt)eKTMBHblMM 6e3 yBe/lMMeHMfl TOKCMHHOCTM 

ytm p^me npM 5onee HMaKot^ tokcmhhoctm no 

CpaBHeHMIO C SCfjCfieKTMBHblM KOHMHeCTBOM 

OAHoro aHTMHeonnacTimecKoro areHTa. TaKMW 
oOpaaoM, aaflBMTeriM npeAnaraioT cnoco6 
jieMBHUJi onyxojiefl. KOTopufi SKniOHaeT gtbamm 
BBeAeHMfl KOM6MHanMM npoTMBOonyxojieBoro 
KoxiMMecTBa sKcrpaKTa xpnina m 
npoTMBOonyxojieBoro KonnMecTBa 
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HTa, TAe yKaaaHHafl 
KOM&maum o6ecneMMBaeT BbicoKyio 

SCfjCfjeKTI/IBHOCTb M nOHM>KeHHbie no6oHHbie 

3cj)4)eKTbi, o6ycnoBneHHbie yKaaaHHUM 



AHTHHeonnaoTMHecKne areHTbi He 

orpaHMHMsaioToa uncnnaxuHOM. fleCicTBMTenbHO, 
re M3 HMX, KOTopbie npeflCTaaneHbi Bbime, see 
flBJinioTcn xopoujMMbi ppi^MepaMM Kanpyip^TOB 
ppn KOMBMHamifi HacTonoiero moSpejema. 

nOHM>KeHHbie TOKCMMeCKHe 3Cfl0eKTbl 

BKnioHaioT: yjiyHUjeHne KaMecTsa bojioc h 
Horrei^, yMeHbiueHne ToujHOTbi, yBennneHne 
anneiMTa m Beca rena, CHH>KeHne noflaBreHUfi 

aKTMBHOCTM KOCTHOrO M03ra. TOpMO)KeHMe 

CHH>KeHna MMcna jiei^KomiTOB m oCmee 
CHkDKeHkie eojiesHeHHoro cocTonHMn m 

CMepTHOCTM. 

HacTonmee MaoBpeTeHne onucaHO sflgcb 
Bbime CO ccbiJiKoC^ Ha KOHKpeTHbie BapMaHTbi ero 
ocyinecTBneHMH. flcno, mto cneLinanncTbi b stoVi 
oCnacTM cnocoGHbi cosflarb M0AMC^)^1Ka^^1M, He 
Bbixoflfimne 38 npeAenbi npeacTBBneHHbix 
Bbime ymaami^. 3tvi MOAMct>kiKaL^kiM bxcwt b 
oQ^eu HacTOfiinero M3o6peTeHMn, kbk 
onpeAejinercn b npMnaraeMoCt tpopuyne 
M3o6peTeHiifl. 

Oopwyjia M3o6peTeHMH: 

1. npuMeHCHne )KHflKoro SKCTpaiaa xpfiina 
aKynbi, coAepKatnero MoneKy/ibi c 
MoneKyTiapHot^ MaocoPi wenee mbm 
npM6nM3MTenbHo 500 KRa, b KanecTBe apeppTBa 
Pfia saiuMTbi SoribHoro or TOKCkmecKMX 
noGoHHbix 34)cf3eKTOB, npucytHMX BBeflenmo 



2. npuMeHenne no n. 1, npn KoiopoM 
yKaaaHHbiH SKcrpaia xpni^a yaanM^MBaer 
npoTMBOonyxoneByio sctx^KrviBHOCTb c 
yMeHbiueHMeM yKasaHHbix xoKO/mecmK 

no60MHblX 3Ct)Ct)eKT0B. 

3. (DapMaLteBTMMecKan KOMnoskiMkin Ann 
jieMeHMfl paxa m sat^kiTbi or roKCHMecKMX 
no6oMHbix 3ct)c})eKT0B, BKnioMaioinafl 
npoTviBoonyxoneByio Aosy 
aHTMHeonjiacTMHecKoro arenra ki 
npoTMBOonyxoneByio m aau^MTHyio Aosy xoiAKoro 
SKcrpaKTa xpsiu^a aKy/iu, MueioiAero 
MOXieKynnpHyio Maccy uenee mbm 500 Kfla, b 
noAXQA^iMeM (})apMaL^eBTimecKvi npxieMjieMOM 
Hoomene. 

4. <DapMa^eBTM^ecKa^^ KOMnoaimMfl no n. 3, b 
K0Topoi4 yKaaaHHbift aHTkiHeonnacTMMecKMi^ 
arsHT BbiBMpaioT kis rpynnu, oocTonmea m3 
6ycynbct>aHa, TMorena, xnopaM6yL4Vi/ia, 
i^Micnoct)oc(|)aMMAa, scrpaMycTMHa dpoapara 
HarpMeBoi^ com, M(^oc4>aMMAa, 
MeKnoperaMMHa rviApoxnopkiAa, Me;i0anaHa, 



KapMycTHHa, jioMycTHHa, CTpenT030i^MHa, 
KapSonnaTMHa, i^ncnjiaTHHa, MeTOTpeKcaia 
Harpufl, KJiaApnOnHa, MepKanronypnHa, 
TMoryaHUHa. LinrapaBnHa, cfjiopypaLiMna, 
mflpoKCHMOHeBMHbi, flayHopy6ML(MHa, 
flOKoopy6nL^HHa ruApoxnopnAa, annpyBumiHa 
ruflpoxnopufla, MAapy6ML(MHa ruApoxjiopnAa, 
flaKTHHOMULinHa, 6jieoMm4MHa oyjibc})aTa, 

MHTOMHL(l/|Ha, MMTOTana, MMTOKCaHipOHa 

THflpoxnopnAa, aronoanAa, reHnnosnAa, 
flOL4eTaKoena, naKnuraKcejia, BMH6nacTMHa 
cyjibcfjaTa, BUHKpucTHHa cyjibci)aTa, BMHAe3i/iHa 
cyjibiara, BMHopeji6nHa Taprpara, 
anbTperaMMHa, aMcaKpnHa, L-aonaparnHasbi, 
cpnyAapaOnHa 0O(x})aTa, 
Harpuji, npoKap6a3MHa 
TpeTMHOMHa (noHHafl 

peTMHOeBOM KMCnOTbl), 

cypawnHa, TNF 470 M 



AaKapCaaMHa, 
nopcf)MMepa 
rMApoxnopnAa, 
TpaHC-4)opM£ 
MapMMacTara, 

Taj1MA0MMfl3. 

5. Ha6op Ann nwema para n aainmbi or 

TOKCkWeCKMX no604HblX 3c|)Cf)eKT0B, KOTOpblfl 

BKnioHaeT nepsbifl KOMnoHeHT, cocTonu^Mft kia 
aHTMHeonnacTMHecKoro arsHTa b AoaMpoBaHHoi^ 
jieKapcTBeHHofl ctxjpue, 9ctxf)eKTMBHon Ann 
jieneHMn onyxoneif, vi BTopoCI KOMnoHeHT, 
cocToniUMK ki3 xmakoto 3KCTpaKTa xpnina aKynu 
B A03MpOBaHHO(4 jieKapcTBeHHoM ctxjpMe, 
34x})eicrMBHOf4 Ann jieMeHtin onyxoneit m 
oCnaA^iou^ei^ aau^tiTHbiM 9(|)ct>eiaoM, b KoropoM 
>kmakmM 3KCTpaKT xpau^a aKynu nMeer 
MoneKyxinpHyio Maccy MeHee Meivi 500 Kfla. 

6. HaBop no n. 5, B KOTopoM > 
aHTMHeonnacTMHecKMi^ areHT Bbi6Mpai0T via 
tpynnbi, oocionmeCt m3 6ycynbct)aHa, TMorena, 
xjiopaM6yL|MJia, L)kiKnoctxxx})aMMAa, 
3CTpaMycTMHa cpocctjara HaTpkieBoCt com, 
McJ)oo*aMMfl3, MeKnopeiaMMHa ruAPOxnopnAa, 
MencfjanaHa, KapiMycTHHa, jioMycinHa, 
CTpenTosouMHa, KapeonjiaTMHa. itMcnraTkiHa. 
MeTOTpeKcara HarpMn, KnaAPuSnHa, 
MepKanronypMHa, TkioryaHMHa, t^kiTapaSMHa, 
4)TopypaLiMJia, rnqpoKctiMOMeBMHbi, 
flayHopyCimMHa, flOKCopy6MLtMHa 
ruApoxjiopnAa, 3nMpy6nL(HHa ruApoxjiopnAa, 
viAapy6ni4HHa ruAPoxnopufla, aaKTHHOMkmnHa, 
6neoMML(HHa cynbctiaTa, mjomnma, 
MMTOTaHa, MUTOKcaHipoHa ruflpoxjiopufla, 
3Tono3HAa, TGHnnoanAa, AOL(eTaKcena, 
naKnuraKcejia, BHH6nacTMHa cy;ibct)aTa, 
BMHKpucTMHa cy/ibcfiaTa, BMHAeanHa cyjibcfjara, 
BMHOpejiSnHa rapTpara, ajibTpeiaiviUHa, 
aMcaKpnHa, L-acnaparnHaabi, AaKap6a3HHa, 
cpnyAapaDnHa 4)occt3aTa, nopcjji/iMepa Harpua, 
npoKapeasMHa ruAPOxnopnAa, TpeTHHOnHa 
(nojiHan TpaHc-(|>opMa peTMHoeBO(4 KMCJioTbi), 
MapuMacrara, cypaiwuHa, TNF 470 n 
TajiMAOMkiAa. 



o 



-7- 



CDDP (mt/kD 


npoueHT cHMxeHUH no oTHonreiuno k kohtpojdo 


3 


54 


60 


69 






35 


46 


69 


73 


1 


19 


39 


69 


65 


0 


0 


23 


65 


69 




0 


31 


125 


500 



SKCTpaKT xp«ma (mv/kv) 

KOJXI/LUeCTBO JieWKOUMTOB (x lO'/n) 



HOMep 


#1 


#2 


#3 


#4 


#5 


#6 


rpynnH 














OOpa- 


KOHTpOJIb 


AE-X 


CDDP 


CDDP (4 


AE-X 


AE-X 


OoTKa 




(75-500 


(3 MT/Kr) 




(75-500 


(75-500 






Mr/Kr) 






Mr/Kr) + 


MT/Kr) + 












CDDP (3 


CDDP ( 4 












mt/kD 


mt/kp) 


■■Imcjio 


6,1 


6,C 


3, 4 


3,3 


4, 0 


4, 6 


jieftxouK- 














TOB 














N 


4 


11 


8 


8 


16 


16 





CyMMapHHe naHHue no cpaBHeHMio 


rpynn 


(0 


rpynna cpaBHeHWfl 


BejTMtjMHa P 


Ol 
(O 


rp.l no oTHOOieHWiO ko BceM ppynm 


0,0045 




vp.3 no OTHomeHMio k rp.5 m 2 


0,0233 




rp.4 no oajHomeHMio k rp. 6 is 2 


0,0015 
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